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Dear Members of the Duchenne community,   
 
We are excited to share positive data following 48 weeks of dosing in the FORWARD-53 clinical trial evaluating the 
investigational molecule WVE-N531 in boys with Duchenne muscular dystrophy (DMD) amenable to exon 53 skipping.    
 
FORWARD-53 is a Phase 1b/2a trial of 11 boys aged 5-11 (10 ambulatory and 1 non-ambulatory), which is designed to 
evaluate safety, dystrophin expression, muscle health and functional outcomes. The latest data after 48 weeks of 10 mg/kg 
dosing every other week include muscle biopsies for eight of 11 boys (all ambulatory) while safety and functional outcome 
assessments were available for all participants.  
  
The results are as follows:  

 WVE-N531 was safe and well tolerated through 48 weeks of dosing.   
 WVE-N531 led to 54% mean exon skipping through 48 weeks of dosing.   
 WVE-N531 showed dystrophin expression stabilized between 24 and 48 weeks of dosing, with a mean (average) of 

7.8% muscle content-adjusted dystrophin; 88% of boys achieved greater than 5% average dystrophin between 24 and 
48 weeks.  

 Participants showed significant and unprecedented improvements in multiple indicators of muscle health through 48 
weeks, indicating a shift towards healthy muscle.  These data include:  

 A statistically significant decline in the amount of muscle fibrosis (scarring) between 24 and 48 weeks. 
 Decreases in markers of inflammation 
 A 50% decrease in blood creatine kinase (CK), a biomarker for muscle damage, which occurred on top of a 

stable corticosteroid regimen.    
 Improved organization and uniformity of muscle fibers in muscle tissue.  

 The data also showed benefits in multiple functional assessments, including: 
 Time-to-Rise (TTR) showed a statistically significant and clinically meaningful 3.8-second difference favoring 

WVE-N531 compared with natural history. This is the largest effect observed relative to any approved 
dystrophin restoration therapy at  48 weeks. 

 North Star Ambulatory Assessment (NSAA) showed positive trends favoring WVE-N531 relative to natural 
history (1.2-point improvement; not significant).  

 
What happens next?    
All 11 boys in FORWARD-53 have advanced to the extension portion of the study, now receiving monthly doses of WVE-N531. 
 
We intend to file a New Drug Application (NDA) in 2026 for accelerated approval of WVE-N531. The NDA filing will be based on 
all FORWARD-53 data, which will include additional data to support monthly dosing.  We are also planning for the global 
confirmatory trial of WVE-N531, advancing our near-term clinical programs for exons 52, 51, 45 and 44, and expect to submit 
multiple Clinical Trial Applications (CTAs) for other exon skipping programs in 2026.   
 
With gratitude  
All of us at Wave would like to extend our deepest thanks to the clinical trial participants, their families, investigators, and 
clinical site staff who have dedicated their time and effort to FORWARD-53. Your continued commitment is critical to 
advancing WVE-N531 and the discovery and development of new treatments for DMD, which we hope will help improve the 
lives of people across the DMD community.   
 
We look forward to continuing to advance our WVE-N531 program and plan to share more about these results at upcoming 
community forums and conferences.    
 
Sincerely,  
Chelley Casey, VP Patient Advocacy 
ccasey@wavelifesci.com  


